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m la m 

[0001] #3SWH\ tt£©4M£*W*r5RJJBLT, ££WKM!^5£*#^»^fc 
[0002] m^CI&ftttOifiSV * *fe^J^U^-^^^Sr^fc$^rfc^ft: 

mmm*$:mmmwi~fz>±x#mx&z> 0 
[0004] ^x\ Mx.i$, mmmyttiwrnmc *m4kmwm*t>tt*—'*—=**-hm& 

"CV^ 0 (#!lx.^#r[ : i:mi#Ri)o b*»Uc^6> % si— a— hJPSrfrtefc^-f- 

[0005] *fc, i mzifmmmmm^^'r^<mmmmm^--tu n^m 
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[0006] ttm*ht&Mmeu&i3k wzmm&xmmmmaMmm 

/*«M4«[ (I/Of) ZZfretiffi fem&bU-dO, &5i ^ttm^*W£#J©#^fti: 
7&&^@tc^fflUt^tc % ift^tt^^^ot^ «#^^J(jE7Lfi^JX 

#fF^l:#|g5piO-221875 
#fF^:ife2 : #1^2003-57856 

£o. 37^Jio{ii: < bi-§M^m^m^^^3fe^> fc5VM*m^iji3£#j<D#T- 

mm**,, ±m^tmm&*mm-z>z.t&xz% 0 



WO 2005/050329 



3 



PCT/JP2004/017081 



[0008] c@i](a)s.u?(b)tt, mmmm^(Dm^mm^nmir^t:ibizmi-^mx^ 

o 

im5m^mmM(D^mt, m^mmm<DMmmb<Dmm&mirmx'hz> 0 
m6m^mmm<Dmmmt,m^i^mm^mmyti^(Dm^Mi,w^mtb<D 

miMMffim<Di/owLb, jE&mmm<Dmmmb<DM&&mi-mxfrz> 0 
msmmmm^m^w^mb, jEnmmm^mmmbcomm^irmxh^ 

o 

im9mmmm<D%;m¥i$)ft+mb, ^m^mtb^m^m-rmxh^o 

m io] (a) Rxf (b) «\ mmmmftfc<Dm*mmm%®.wirztMm'rz>mx'h 

% 0 

m i \m^mmMjmm*mmirtt#> \^-tz>mx3bz> 0 
[ooo9] imi^mmmm'] 
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[0011] 1. IMfSUfeft* 

z-vmftfcmte, m%.&. jEnmmmt, m?mmt y mma&Mt, wmmm 

[0012] (2)«^-#^J 

(2)-i MM£it/#m£ii[ 

m&(ur, i/omtm)&o. 6&±<D%<D&&m+zzb&mkb'tz 0 

mSE^^3E^«liS^ij3&Si§mLlJ:<<*5fc«)'T?*)5o 
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^ n,^W\^n<r>i/G'm:Q. 6-1. 7<Dm^(Dw.t-r^tf/^B^L,<, 0. 65 

OTO PHARMACEUTICAL BULLETIN, ^1^,^1-16^ (1954^) ;-fb 
^Ofgi^ HlO^\ 719-725^(1957^) ;7V^7y^~t^, ^3 

4-5^ S&97-111JS(1979¥) ;7^y=7>>^J^—r;V, Sg50-5§\ ^79-82^(19 

8i^) \i£Z<DxmzMmzwm%fix*^ 0 -r^t>%, mm(o lmzmmmot 
miz&mmmmmm mm t. mm&mnft torn st^&t, zwetuDtt&i 

/omtl,tc.h<DX-1bZ> 0 ft**, ^l(C*5V>T, Rte\ ^T/l^/VS-Sr^L, cf> te\ £ 
[0014] [^1] 
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Ihprga hie Group; : 


Vaiue 


Organic and 


Value 




Inorganic 


Inorganic Group 


Organic 


Inorganic 


Light Metals 


500< 


R^Bi-OH 


80 


250 


Heavy Metals, Amine and NH4 salt 


400< 


R4Sb-OH 


60 


250 


-As0 3 H 2 , >As0 2 H 


300 


R4AS-CH 


40 


250 


-SO2-NH-CO-, -N=N-NH 2 


260 


R4P-OH 


20 


250 


=»N*-OH, -SO3H, -NHS0 2 -NH 


250 


-O-SO3H 


20 


220 


-CO-NHCO-NHCO- 


250 


>so 2 


40 


170 


->S-OH, -CONH-CONH-CONH-, -S0 2 NH- 


240 


>so 


40 


140 


-CS-NH-, -CONH-CO- 


230 


-CSSH 


100 


80 


-N-OH-, -NHCONH- , 


220 


-SCN 


90 


80 


=N-NH-„ -CONH-NH2 


210 


-CSOH, -COSH 


80 


80 


-CONH- 


200 


-NCS 


90 


75 


->N->0 


170 


-Bi< 


80 


70 


-COOH 


150 


-N0 2 


70 


70 


Lactone cyclization 


120 


-Sb< 


60 


70 


-CO-O-CO- 


110 


-As<, -CN 


40 


70 


Anthrathene nucleus, Phenanthrene nucleus 


105 


-P< 


20 


70 


-OH 


100 


-CSS <t> 


130 


50 


>Hg (Organic bond) 


95 


-CSO <A -COS <t> 


80 


50 


-NH-NH, -O-CO-O- 


80 


-NO 


50 


50 


-N< (~NH 2t -NH <f> , -N 4> 2 ) Amine 


70 


-O-NO2 


60 


40 


>CO 


65 


-NC 


40 


40 


-COO # , Naphthalene nucleus, Quinoline nucleus* 


60 


-Sb=Sb- 


90 


30 


>C=NH 


50 


-As^As- 


60 


30 


-O-O- 


40 


-P=P-, -NCO 


30 


30 


-N-N- 


30 


-O-NO, -SH, -S- 


40 


20 


-O- 


20 


-I 


80 


10 


Benzene nucleus (Aromatic single ring), Pyridine nucleus 


15 


-Br 


60 


10 


Ring (non-aromatic single ring) 


10 


=S 


50 


10 


Triple bond 


3 


-CI 


40 


10 


Double bond 


2 


-F 


5 


5 


-(OCH 2 CH 2 K Sugar ring-O- 


75 


iso ramification>- 


-10 


0 


(20) 


tert ramifications- 


-20 


0 



[0015] i/om.v>m&*zb\zMmzmfrttk, ib&w<D&m&. #**ra4*«r 
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mmk&mn&m/mm*. vm9M&m&nsvx\ ^mmmm^m^m^mm 
x:xtbz>frtb, fcmf%*im<D^mm&&2obfe&), zti&mmt^x, 

[0016] (ffllttHnP) 

• ^m&20(Dm.mm^27m^x\ ^ 0 

• i&m&&70<DTV^ (-N < ) Sr2<B#LTl 

• ft£«8t£2520<D^3$f M^- (-O-) 

• M^tt^65(D^h> ( > CO) Sr4{@^bTV ^, 

ETM-icomm&mm)}^ 60+15+70x2+20+65x4=495^ 

5o g|J*>, ETM-K7)I / /O{t{i495/540=0. 917b$mbfrZ> 0 
[0017] (2) -2 ^*#^^<D^2f^ffl 

m^mma^ wmmm<Di/om$o. 37&<±xh^b^mmbvx, m^m 
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(Dm.&mfc. mm, mmmmeoomm^wxmmi^tcmfDiEiimmM^mmm 

(g/cm 3 ) ^Iot^LT*>5 s 

[0018] fafczmifrbmuicmMztizx?^ ^(Di/om&^-r ^m^mmmt. %. 

£^xi&mb\m^m*%kMis^, jEnmmm^mmm (g/cm ! ) *nm-z>z. 

nmxte, rnKftmnrnm^-t-ftxhox, iEiim^m<Dmmm^ 20 x io~ 7 ( 
g/cm 3 )nmbm^mxhz> 0 ^tucnvx, n*mmm<oi/omb&mmm<Di 

MMm~£,8xio- 7 ( s /cm 3 )m.mb&T\^x\s^ 0 m*mmm<Di/omb 
&mm?fe<Di/om.(Dtk^(-)m. 8£i±bKz>b, nK^m^-t^m^tLX, je 
nmmm<Dmmm^m^<m ^w.bm. 5 x io~ 7 ( g / C m 3 ) wr^t^o-a ^ 0 

^mmmb^m^^^bi^. m^mzmmmm^x, jEnmmmn 

mm#\b. '&mir%mfe<Di/o\mmttmMmmbzn&&tt, zottmzm 

^mm-r^b^mmb^m^^o 
[0019] iot, m*mmmb&mMm<Di/oimzti?timwbi,x, m^mmm® 
Mmmnmm&mm^x, tfih^m-mK^^^b^^ , m#Mm.mn^ 
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[0020] (2) -3 mm 

^vs^bv^mmfo, <?*\+?>nmft. bv^b^^^b^m 

agfts 3, 4, 5, 7-y^by =-bv-9--7/ls*uy^nmfc, ^b^T>b9±>m^^ 

i?~bvT?})i?^mmfa, -bvT^bTy^y^mmft, ^b^r^b^y^mm 

ary^ty, ^har^y^v, ^hnr^h^^y^, ^hnr^h^yv, 
[0021] m^^jcDamf-ML-c, i-^h^y^^x^T^y^si^^ 

[0022] n*mmft\<Dwmiz.ML,x, ^<^-o©^hns(-No ) , g&#/i^ 

2 

&mm^mm%fc&mm-tz>zbtfx%ztctbxhz> 0 
[0023] z.<d £oti:m*mmm<DmMimisX, tis-^o) ,(4)j 
n (5) xm^ti^it^-m^^bm^^ \ 
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[0024] Wbl] 



< R > O O (R 15 )d 




[0025] (— jR5£(3)~ (5) R 14 « x ^itl^8©7Ml/yS % ^it2-807/^y 
OT/Vdry^^, Xtt— jft5£ :Hfc"-Ar^R 21 -T^&h/5 — flfi(?D (R 20 ,K.U? 

/w^g^u Ar 1 *^ $tmm-i8<DTv—u>mzmir 0 » 0 

[0026] *fc, tttiimfflkLrC, iZ. (3) - (5) (DMcfcM (ETM-5-7) *3 J; W<Df&O0 
*U\R#0!l£rTiB5$;(6) Izmir Q ffimm/Of&ttZT7#i'>r»Art>mm 

mfc, i-7b*y>mmfc. xt^/^** (etm-i-s) gs&te/B-t-s^as 
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[0027] Wb2] 



it (6) 




WO 2005/050329 



12 



PCT/JP2004/017081 




Tzsh?*s>nmfc -ws-wfrmmt*. ^vy^nmfo. hv^h^^^ 
h^mmfc, 3, 4, 5, 7-^hy~hv-9-7/i<*u y^nmft, ^v^r^by-t^m 
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^hnTVh^ir^ i^-hoT^ys^ -hnT^h^r/^ v?-ht2T^h=?3f/>\ 
[0029] (2) -4 gfeta* 

tlx, mm±<Dmm&$ivz>m&&hz>tctbx«foz 0 a^sm^^^ 

**-*r.£MgP*LV\, J^Atttttett, IE?L^}^J(HTM)(^LT, m^$lti£#J ( 
ETM)<D^P#J^(ETM/HTM)Sr, 0. 25—1. 30f6fflf^0flIti-5ii:*W* 

MOJt^SrO. 5-1. 25<D|gfflrt^ii:^^-i:^j ; (90^uv\ 
[0030] (2) -5 frf>M 

<fe><5 0 
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[0031] (3) 5E?L«Sr3^PJ 
(3)-l ®fS 

i^^ft:, N, N, N\ N'-^h^^/^^l^^T^^fl^^ N, N, N" , 

tvmy&m. •z^'^s—^m^m, ^mm^^w^m. twyyift^ii, t 
K^yv^-ffrg^ oOY—A>ifrik<&m. ^^—jvmt^, <<ytt^s—/i' 
f-r^/vmt^m, ^r^T^—^w^m, ^^/—^m\^m. 

[0032] Mb3] 



[0033] (-«S:(2) 4\ R 7 -R ,3 tt, ^^tuM5tbT*39. 7k*IJ§C^ ^o^If, g& 

m-3o<DTv/^/\-m, m&xte&mw&T^m, &z>wzm.mxi-s.#m&v>ifo 




(R 12 )c 



(2) 
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[0034] fc*3 % ^(D^tHlEMmmtLX. MMcfcMtts -^(7)^-^(8)^ 
[0035] ub4] 



[0036] R 7 ~R 12 , RTfcte, HBt&(2) <Dtombm&?*>*> , R^RZfR 23 ^ 

ii-c$>5„ ) 

[0037] Mk5] 



[0038] (-jft5£(8) «t>, R 7 -R 12 , Jltfcte, -*^(2)©rt**nW?S>l!K R 24 -R 28 «^*L 





R* 3 R 25 
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[oo39] £fc, ~^(7)^-wt^(8)x-m^ri^^^^/u^mmmcio\,^x^ 

At 2 }*, Xtf2(DW&, -Ttttt, -«©tiST^f^tl*, TIEit(9)<«(a) 
^ (c) T^$^^S-Cfc^i^^W*bV >„ 
[0040] Mk6] 



S (9) 




[0041] (7) (8) T^SHSaMaSr^tf^/^ V«|##:j!:*5V vr , 

[0042] Mb7] 




[0043] — j»5£(2) -e*$ttSSWfe» &UMI9!5£(7) - (8) •Vm$tlZX<?A^lsn 
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% -fy^ntVK n-v^/K ^y^/K s-^/K t-^/K n-^S^/K ^y^ 

a— i, i-/ok-;k TV/>msmi? btiZa frfrZT/vt-^/um 

[0044] *7t, Ty— /vStctt, ^Rfcfy^/K \f7ai==VA^;hV^ ^>U/K y> 

v-^/K 2-^/1— e>*L5 0 ry-/vSf*> £<b 

[0045] T7/V=¥/l^a3\ fclfctfr^^/K 2, 

t>0*bv> o bfc^oT, m*.&, -h*m, r*;m. T^mm*m?bhz> 0 ^ r 

o 

mmm&mb\.x, ^>^m<om.mm^tm^^x^vxt^mm 
m^^mi^mmm^tw^x^^xt^mmm^^mi^^t 
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^d^^, n-^>^>, s-zfh^y. t--7h*i/, sO^/Vtti/, <*<**sAdtt/^ 

[oo46] mmimmmtisx. ^^m^mmw^tm-^x^vxt^ rant 

1>#*Ll\, LfcdSoT, fllfctf, T/l^/l^:*-^ TV—;V?-*m, 

(2) -c^^nssMfc^ &tF-«^: (7) - (8) xm^M^/i^om 

[0047] (3) -2 jt^J 
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[0048] Mfc8] 



3(11) 




Mol. Wt.: 973.25 




[0049] (3) -3 mam 
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tut, mm±<Dmm&t£cz>m'fr&foztzLi?>-?3b2> 0 — ^ % ^^je^h&^o* 

[0050] (3) -4 

SfrftKloV ^XhffilkirZ>Z.b&X£Z>ti£>XfoZ> < , 

bfc^oT, lEJtWT£M<Dft^m&1000—4000<D^mfo<&i&b^Z^btf£W 
*L<* 10(K>~2500<Dmmft<DmklTZZb&£blZ&izV\,\ 

[0051] (4)$MSMftfJiB 

(4)-i MatM/^attiii: 
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- 1. 7<D$&mft<Dmt1rZZktf£<Ofti^<,0. 38-1. 6<D^mft<Dm.t-tZ>Z.b 

[0052] (^ttH^) 

•#Mt£-10£>Iso#H&2:0. 85i@^L-CV^ 0 
.fcoT^^tt'ffif^OXlS. 7-10X0. 85 = 305. 5bti:Z> 0 

• Mfcgf^S 1 5<D^^ifV^^r2{i#L-CV V5„ 

• M14^80(DO-COO?:lj@^-LTV >5 C 
•$»I4/^65<DC02:0. 15fli^rL-CV^ 0 

j:ot, Resm-ixm£tiz#v*—tf*—mm<Dmm.mm*i5x 2+80+65 

XO. 15 = 119. 75^19^01/0^119. 75/305. 5=0. 392b^htl^> 

O 

[0053] £fc, ^Oi^^bT^m^^I/Ofit^, -tt^0{ci£VN^if#^(i^7K14, W 



WO 2005/050329 



27 



PCT/JP2004/017081 



[0054] (4)-2 

ltfffl|(OM^^M40, 000—80, oooo^fflrtojfi^i-^^t 

^y^-^-h#jii(D^5p^T-*^8o, ooo£®*.5£ x if l< 

0-79, 000O$S|Sft(D{tt^;5^^£9#mX, 60, 000—78, OOO^H^O 

mb~fz>z.b&tsbiz&&i,\, \ 

s l&P&teM 7j ]&3fc#\ SchnelKD^^oT, [ rj ] = 1.23 X 10" 4 M°- 83 £9l£ ffib7c 0 

[0055] 083ttfia9«r#Hab-C\ ^#^^bT<7)7Ky^-^^-h#J3g{c*3ft'5 

*1\ 08K:^TteiNr^lIi(^teg¥^^ 

^#ffl«^^*^#:^y>'^^^^J^200^raM»Lfc^^)iE7L^^J 
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000«±-e*>^« % ETLtt^yWcOiSmftttXO. 0X10Vcm 3 WTt^^ 60, 0 
0Q^±XhtlU, !Eimm%l(D&&&te5, OX l0^g/cm a «TK:fe«^ ^WcTl 

^*^/h$V^(5^^-Cfc§^ % #«tft©ag^*©|ft*tfflKSl45V£)lT©*a' 
T-*^80, OOO^T^fSffl-efctL^, ^F««^<D^>fb*^i41V^Tt?*>«5, Mtb 
000-80, oooofSfflrtojfe^ffflfjjgSrg-tp^lcj:?), ilfi^ajte&TW^yVtttc 

Z>o r*fe*>, S^^fflm^^*^3fe^^7 ? ^^^-C&^Creage7340( 

^-fe^^(^)^i) (c^u 8oov{c^,t9^^m^, mm^mmmv )*m 

o 

[oo57] (4) -3 mm 
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[oo58] *r D {- % ^m^ti^xi^ Tm-&&(i)xm£ti%m%~tf*-bfflm* j mm 

^•/Wtte, Mx.l£NMRiz.£oXW.tH1rZ)Z.ktfX*%Z> 0 

[0059] Mb9] 




0.05<a/(a+b)<0.6 



[0060] 4>©R'-R 4 ij:, ^fi^fiM^LVXm. 7kmm*, ^nyyjl^, g& 

—/Hi, ©&Xte#g&(D^l:l— l2<Ds^xi>f^ikT;V3c;vmX&Q, Ate, -O 

-S- -CO-, -COO- -(CH -SO-, -SO r% -CR 5 R 6 - — SiR s R 6 — , 
X«-SiR s R 6 -0-(R s , R^^MteLT*^, **ISC^ gmXte#fi&(D 

co--e&3o ) 

[0061] £fc, »»»jfi4:brtt, ria-^d) *p<DR s tR B <Dwm&&tiV* r 5 £r 6 ## 
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mf&irZ>Z.b&X%Z>tc$)X&Z> 0 

^LT\ R 5 bR%mM%fiX&Z>b\,^bte, -^(1) *<DAiz.tert%tpfo7cm( 

mtf-CR 5 R 6 -^*5tt5C) %Mfo<v*>bb^X&tcM&, R 5 bR*tf#MW<Dmm 
\z.&Z>ZLb%^~f 0 

[0062] mu Wlg^o«r^^ffli-^^^^bv\ flifcri, /Kyry 

^uismm, ^u^^mmif ~^&m&fo, mmwv^u>mm, ^vmt 

Tju*mm, tfVT^vmm, tfvv^^mm, ^v^/^>mm, vtv^* 

vkmm, iy])=*->mm. ^^—^mm, iitm, *?^mm, ^ 

ikmmm^<Dmm*mm»jmx&z> 0 

i/om$o. 37 n±(D^mmm(DMcitmbvxit, rm^xmtsivztf 
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CHj 
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374 



[0064] (5)ttfflB&£ft| 

[0065] J:0A^fctt % T^(13)^$n«^JR7^o^T-V(CGM-l^l&IB"t-«. 
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0 )mmf bti% 0 
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[0066] Mb 11] 




[0067] mffift±m<Dma&&* mmmmioommmz.Mvx, o. 2—4ommm<D 
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MM<omaft<ntebTttb&£y&m,\t > 0 

[0068] (6)m^»^5> 

h*-f'^%m&-rzzb&-?%z 0 

, T±^7^u^m<D&to<Dmmftfenffi&±fflbwmvxh&\ fmm 
[0069] wmtmm* 

cto&ftmn&mfctoMtfcMbvxtt:, m, r/^-v^ is, 

•J-S^A, ^y^^, ^HA, #R**A % =y<$rA\ /<9S*3^ <OW^ X 
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[oo7o] ^lat^^m, mmmimm&mximmmmmm*Mi,tc.h(D-e&<> 

^m, *vm. w7T^m^mm$*xmmmiktemi-%zbiz£<>xfc}&i$ 
ns^, ^mm^&m&m^xhm^ mm^x^m^nomm-^^^o mmm 
4k%m<DX^ mMmik&mKftiL<>xM£ftzmmm<Dxmm^\,^xfe!& 
wm£tiz>i>(DXfetj:<, i%m\moxnx-tf£\,\ 
[oo7i] *fc, mmmmmm-t-mmwim&miz^ m%jt£* -r-cu^mm, y=.;-;v 

mmmmmm\z.m^^mmuntvx^ m^vr^mm^y-^m 

[0072] (8)$SB£;*fi£ 

mmmt, ^^miz-m^xmcD^t^ mm^mm^mximm^x, 
^xmbfttzmftmwmmmttmzmm&mfc±imifiu m.m^xm^m 

^mnmmm^m^^^^xnhti^mytm^m^^—iooij. m ® 
[0073] iztc, mytmzmmxmzx'otef&'rzm&iM. m^immtkm, mmrnrn 
x,^vxmm^ritc^wiim^^<D^mzxmm^mi^±{m^x^m^ 

[0074] 2.isam 
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010(a) K^irXoi^ I^Wt^?Ii3te^*:l^V^tilII^20ij: 

C0075] £fc, ±is#5ti:^{c, ®io(b) k^h-jsk:, mm,i<kmm2±iz.n,ffimmm2 
2^nmu z<v±izmffim£m24%Mjm^x^%mmmmytfc2o'h&i\<\ 
mmm^m. lEummm, m^mmm. ffimmm^^xn. mmmmyt 

^J(D»*^ov^T{^, mffim&m*m&ttmmffimioomAUKML>x, o 
. 5-i5om*ifPof5is^i(7){it^-r§^^^uvN 0 
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